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Obiectiow 



Claim 7 has been objected to for depending from claimQ tk ^ . 

,.,9 h.« tan, ^„,ed as .„«cip.«a by Hu„b.r«.,, AppU«„» 
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'P Dapartment 5095149779 

Serial No. 09/587,535 

Tl^p™«,,d«m«l i„v«,«o=c.ll. fcrcro»=™,d>o,e «,diun. .„d ,h„. Habere. 

Rejection irndcr 15 f j.s.r .v,,, j^,,^^^, , , 

Clain« Mfhavebeenzejectedas obvious over number etal. Applicants 
respectfully tavase the rejection for the following reasons 

As discussed above. Hu^ber et.1. does not disclose croscannc.ose sodium anywhere 
.^reference. Purther. there isnosu^^^^^^ 
anywhere m the reference. 

formulaHons described in the reference Tl,n« A- • . ^^naJrortne 

^"'^*"«'«™» motivation to use a crosslinked 
polymenc material in the formulations of number etal Funl, . ^rosshnked 

disclose the u,*nfc«H- ^ i""niberetal. Further, although Humber et al. does 

flit w ^^^'^^^"O" in Examples , and 2 for liquid oral 

fon„ulanons.a«,mExamplesl7andZ8fordentifHcecomposi«^^^^ 
suspending agent OxiBe 4 lines 33-34^ Tf..«. -^1 J. . acscnoeaasa 
disclosed in ExamnTtn^.Tr "P'^^'^ '^•^"t^g'ating solid dosage formulations 

abovea!rd 7 ? 

above, and do not use carboxymethylcellulose sodium. 
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Thus, applicants submit that there is no motivation to employ a crosslinked 
carboxj^ethylcellulose sodium in the fonnulations of Humber et aL Aprinu. facie case of 
obviousness has not been made out Applicants respectfully request reconsideration and 
Withdrawal of the rejection. 



No. 6.586 

Claim 20 has been rejected as obvious over Humber et al. in view of Plachetka 
Applicants respectfully traverse the rejection for the following reasons. 

As discussed above, Humber et al. does not disclose, teach or suggest the use of 
croscarmeUose sodium in any of their formulations, much less in rapidly disintegrating tablet 
fonnulations such as those of the present invention. Plachetka ^^^^ 

drssolvingtablets including phannaceutrcal agents which are NSAms(ergo^ 
naproxen sodium, and sumatriptan), but which mv_. .v..-.,,,,. ^ .^^^^ 

agents may also bepresent such as: pr^gelatinzedmazelsic] starch, pol^^^^^^ 
hydroxypropyl methylcellulose; fillers (e.g.. lactose, microcrystalline cellulose or calcitmt 
phosphate); disintegrants (e.g.. potato starch, crocarmclloso sodium, or sodium starch 
isolate); wetting agents (e.g., sodium lauryl sulphate) or other agents for tabletting" (col 
10 hnes61-67). T^^us, the exemplified rapidly disintegrating tablets of Plachetka do not " 
include COX-2inhibitors as pharmaceuticallyacceptable agents. App«^^^ 
Exammer has used hindsight reconstruction, with applicants' disclosure as a road map to 
recreate combinations of elements in the prior ar, to cor«spo„d to applicants' claimed' 
invention. Such hindsight does not constitute .prinu. facie case of obviousness 

^"^'^-'"-heredoesPlachetlcadiscloseorsuggestthattherapidlyd 
Uiblets can be prepared by direct compression, as set forth inapplicants'new claim 29 
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Date: Match 26, 2004 

Ranbaxy Pharmaceuticals Inc. 
600 College Road East, Suite 2100 
Princeton, New Jersey 08540 
Tel: (609) 720-5608 
Fax:(609)514-9779 



Re^)ectfully submitted, 
MURPANIetal. 




Geo4fe K Heibel, PhD, Reg. No. 42, 64F 
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aluminium hydroxide, magnesium silicate, aluminium magnesium hydroxide, maltose, 
maltitol, soibitol, mannitol, glucose, sucrose, xylitol, lactose, lactose monohydrate, 
erythritol, fructose, maltodextrins, raicrocrystalline cellulose, calcium caiboxy methyl 
celhilose, pregelatinized starch, potato starch, maize starch, kaolin, polyethylene glycol 
4000, and mixtures th^ieof. 



8. (currently amended) The tablet according to claim 1 3 wherein the one or 
more pharmaceuticallv acceptable phnnnno o utiottl excipients comprises one or more €>f 
binders, disintegrants, lubricants, gUdants, colouring agents, flavouring agents and 
sweeteners. 



9. (currently amcndecO The tablet according to claim 8 wherein the binders is 
selected fiom the gjmvp consisting of microcrystalline cellulose, mannitol, 

raicrocrystalline dextrose, directly compressible dicalcium phoqjhate. amylose and 
polyvinylpynolidone. 

10. (original) The tablet according to claim 8 wherein the disintegrant is selected 
from the group consisting of starches or modified starches, clays, celluloses, algins, 
cross-linked celluloses, gums, cross-linked polymers, effervescent agents, and mixtures 
thereof. 



1 1 . (original) The tablet according to claim 10 wherein the disintegrant is 
selected from the group consisting of sodium starch glycolate, com starch, potato starch, 
pregelatinized starch, bentonite, montmorillonite. veegum, microcrystalline cellulose, 
hydroxypropyl cellulose, carboxymethyl cellulose, sodium alginate, alginic acid, 
croscarmellose sodium, guar gum, xanthan gum, crospovidone; sodium bicarbonate and 
citric acid, and mixtures thereof. 



12. (currcntiy amended) The tablet according to claim 8 wherein the lubricant is 
lubrioontomoyb e selected fiom the group consisting of talc, magnesium stearate. calcium 
steaiate, stearic acid, magnesium lautyl sulphate and hydrogenated vegetable oil, sodium 
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benzoate, sodium acetate, sodium chloride, leucine, sodium stearyl fiimarate, PEG 4000, 
and mixtures thereof. 



13. (currently amended) The tablet according to claim 8 wherein the glidant is 
gUdantomaybo selected from the group consisting of colloidal silicon dioxide and talc. 

14. (currently amended) The tablet according to claim 8 wherein the colouring 
agOTtis ng e ntomaybo selected from any phaimaceuticallv accep tahte colorant iised4» 
phormaooutioalo which io approvod and ocrtifi e d by tfao FDA . 

15. (currently amended) The tablet according to claim 8 wherein die flavouring 
agent is ffl^^ selected from the group consisting of natural and artificial flavours, mints 
and essential oils and or tbo mixtures thereof. 

16. (currently amended) The tablet according to claim 15 wherein the favouring 
agent js selected fixim the group consisting of peppermint, menthol, artificial 
vanilla, cinnamon, various fruit flavours, both individual and mixed, thymol, eculyptol 
and methyl salicylate and mixtures therenf tiw»-ia«* 

17. (currently amended) The tablet according to the claim 8 wherein the 
sweetener is msy^ selected from the group consisting of natural and artificial 
sweeteners. 

18. (currently amended) The tablet according to the claim 1 7 wherein the 
sweetener is selected from the group consisting of monosaccharides, 
disaccharides. polysaccharides, partially hydrclyzed starch, com symp solids, sugar 
alcohols, water-soluble artificial sweeteners, and mixtures thereof. 

19. (original) The tablet according to the chiim 18 wherein the sweetener may be 
selected from the group consisting of xylose, ribose, glucose, mannose. galactose, 
fructose, dextrose, sucrose, maltose, sorbitol, xylitol. mamiitol. soluble saccharin salts, 
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cyclamate salts, acesulfam-K and free acid forni of saccharin and dipeptide based 
sweeteners, and mixtures thereof. 

20. (cuirently amended) A^He^tth An orallv admi nistered, fast dissolving tablet 
CfimBrigjng o f ro x 3 inhibitor couMn^ of a COX-2 inhibitor, croscanncllose sodium, 
mannitol. aspartame, colloidal silicon dioxide, magnesium stearate and one or more 
flavouring agents ^«it. 

21. (withdrawn) A process for preparing a fast dissolving tablet according to 
claim 2 comprising the steps of: 

(a) blending a therapeutically effective amount of COX-2 inhibitor, a filler, 
and optionally, othw phamiaceutical excipients; 

(b) compressing the homogeneous mixture obtained in step (a). 

22. (vwthdrawn) The process according to claim 21 wherein the blend is 
granulated before compression. 

23. (withdrawn) The process according to claim 22 wherein the granulation is 
done by wet or dry granulation methods. 

24. (withdrawn) The process according to claim 23 wherein the diy granulation 
is done by slugging or roller compaction. 

25. (new) The tablet according to claim 1 wherein the one or more drugs that act 
as a cyclooxygenase-2 (COX-2) inhibitor comprises about 1% to about 90% w/w of the 
tablet. 



26. (new) The tablet according to claim 8 wherein the binder comprises about 
1% to about 10% w/w of the tablet 
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27. (new) The tablet according to claim 8 wherein the lubricant comprises about 
0.25% to about 4% w/w of the tablet. 

28. (new) The tablet according to claim 8 wherein the glidant comprises about 
0.1% to about 10% w/w of the tablet. 

29. (new) The tablet according to claim 1 wherein the tablet is prepared by direct 
compression. 

30. (new) "Hie tablet according to claim 5 wherein the tablet comprises between 
about 2.5 mg and about 100 mg of lofecoxib per tablet 

31. (new) The tablet according to claim 1 wherein the tablet dissolves in the mouth 
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Thus, applicants submit that there is no motivation to employ a crosslmked 
carboxymelhylcellulose sodium in the formulations of Humber ct al. A prima facie case of 
obviousness has not been made out. Applicants respectfully request reconsideration and 
withdrawal of the rejection. 



Refection ynder?5 U.g.C. glOya^Over HumW.t,l n ^y^y^ nT.U^ t>,.^^ 
No. 6.586.45»^ 

Claim 20 has been rejected as obvious over Humber et al. in view of Placheflca. 
Applicants respect&lly traverse the rejection for the following reasons. 

As discussed above. Humber et al. does not disclose, teach or suggest the use of 
croscaimellose sodium in any of their formulations, much less in rapidly disinlegralmg tablet 
formulations such as those of the present invention. Plachetka discloses examples of rapidly 
dissolving tablets inchiding pharmaceutical agents which are NSAIDs (eigotamine tartrate, 
naproxen sodium, and sumatriptan), but which ot. rpx.g i„hih^tn». ^ states "[ojthw 
agents may also be present such as: pregelatinzed maze [sic] st«ch, polyvinylpyrrolidone or 
hydioxypropyl methylcellulose; fillers (e.g.. lactose, microcrystalline ceUulose or calcium 
phosphate): disintegrams (e.g.. potato starch, ciocarmellose sodium, or sodium starch 
glycolate); wetting agents (e.g.. sodium lauiyl sulphate) or other agents for tabletting" (col. 
10. lines 61-67). Thus, the exemplified rapidly disintegiatmg tablets of Plachetka do not 
include COX.2 inhibitors as pharmaceutically acceptable agents. Applic«its submit that the 
Examiner has used hindsight reconstruction, with applicants' disclosure as a road map to 
recreate combinations of elements in the prior art. to correspond to applicants' claimed' 
invenrion. Such hindsight does not constitute zprima facie case of obviousness. 

Further, nowhere does Plachetka disclose or suggest that the rapidly disintegrating 
tablets can be prepared by direct compression, as set forth in applicants' new claim 29. 
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